The cell-in-cell phenomenon is frequently observed in tumor samples, especially in those highly malignant or metastatic tumors. It is believed that through this mechanism, cancer cells could ingest immune cells such as neutrophils and lymphocytes, which otherwise kill tumor cells. Tumor cells could also phagocytose tumor cells-a phenomenon resembles autophagic digestion of cellular organelles under starvation. This cell-eat-cell phenomenon is called cannibalism [1] [2] . Therefore, tumors may take advantage of cell cannibalism for survival and immune evasion. It was recently discovered that the cell-in-cell phenomenon also happens in epithelial cells and is referred to as entosis [3] . Entosis is a homogeneous cell-in-cell phenomenon while cannibalism can be either homogeneous or heterogeneous cell-in-cell structures [4] [5] . The process of entosis is different from cannibalism in that entosis is a live cell invasion while cannibalism has no selectivity for dead cells or live cells. Interestingly, the studies by Wang et al. [6] presented in this issue revealed that internalization of natural killer (NK) cells in tumor cells is a distinct type of cell-in-cell phenomenon that is different from cannibalism and entosis.
The phenomenon of internalization of NK cells to tumor cells was reported more than two decades ago [7] . However, the mechanisms of the process and the fate of the internalized NK cells have yet to be investigated. Tumor cells take advantage of cannibalism to kill immune cells such as neutrophils and lymphocytes for survival and immune evasion. Entosis is a homogenous cell-eat-cell phenomenon which happens in both normal and tumor cells. Its physiological functions are yet to be identified, although entosis was shown to have tumor suppressive effect in soft agar assay. NK cells internalization to tumor cells is a heterozygous cell-in-cell phenomenon also called emperpolesis, which is expected to be similar to cannibalism. Unexpectedly, mechanistic investigation by Wang et al. showed that NK cells internalization needs cell conjugation and actin cytoskeleton reorganization in target cells in order to allow NK cells entry, which also happens during the entosis process. It is important to emphasize that the same group previously found that NK cell internalization led to target tumor cell death and NK cell self-destruction, suggesting that NK cells may use this kind of cell-in-cell pathway to kill target tumor cells in addition to the usual target cell killing through the cytolytic effect. This potential tumor suppressive function is similar to that in entosis. However, it is still possible that target tumor cells may use NK cells internalization for survival and escape from immunesurveillance as in cannibalism. The exact physiological and pathological functions of NK cells internalization to tumor cells need to be further investigated. The current study leads the way of dissecting the mechanism of NK cell internalization process, opening a new branch for NK cell biology and tumor immunology in this fascinating cell-eatcell research field.
